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APPLICATION INFO.: 
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ABEN The present invention provides a method for screening of a large number 
of compounds for their ability to modulate the expression of genes. The 
method uses gene trap technology and comprises the steps of transfecting 
a population of cells with a gene-trap vector, sorting cells according 
to their level of fluorescence, distributing sorted cells into pools and 
expanding the pools to obtain a sufficient number of cells representing 
each trapped gene to permit distinction of the effect of a test compound 
over controls, exposing the cells to the test compounds and identifying 
compounds which alter the fluorescence distribution pattern of cells 

using FACS analysis. 
ABFR La presente invention concerne un procede de criblage d'un grand nombre 
de composes en vue de determiner leur capacite de moduler 1- expression 
genetique. Le procede utilise la technologie de piegeage de genes et 



comporte les etapes de trans feet ion d'une population de cellules au 
moyen d'un vecteur de piegeage de genes, le tri des cellules selon leur 
niveau de fluorescence, la distribution des cellules triees en groupes 
et 1' expansion des groupes en vue d'obtenir un nombre suffisant de 
cellules representant chaque gene piege permettant de distinguer l'effet 
d'un compose de test sur les temoins, 1' exposition des cellules aux 
composes de test et 1 1 identification des composes qui modifient la 
configuration de la distribution de la fluorescence des cellules au 
moyen d'une analyse de trieur de cellules a fluorescence. 
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ABEN A method of preparing gene trapping libraries, and gene targeted cells 

for conditional inactivation 
of genes, is provided. 
ABFR L' invention concerne un procede permettant la preparation d'une 
banque destinee au piegeage de genes ainsi que des cellules 
modifiees par ciblage genique permettant 1 ' inactivation conditionnelle 

de genes . 
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ABEN 



US 1999-60/162,016 
The present invention relates to a gene trapping construct which causes 
conditional mutations in genes, and the use of this gene trapping 
construct to mutationally inactivate all cellular genes. In addition the 
invention relates to a cell, preferably a mammalian cell which contains 
the above mentioned construct. Moreover, the invention relates to the 
use of said cell for identification and/or isolation of genes and for 
the creation of transgenic organisms to study gene function at various 
developmental stages, including the adult. In conclusion, the present 
invention provides a process which enables a temporally and/or spatially 
restricted inactivation of all genes that constitute a living organism. 



ABFR 
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ABEN The invention features methods and reagents for introducing a mutation 
into a gene in a cell. 

The method includes contacting the cell with a recombinant retrovirus 
including: (i) branch-point 

sequence; (ii) a polypyrimidine tract; (iii) a splice acceptor; (iv) a 
splice donor; and (v) viral 

long-terminal repeats, wherein the splice acceptor and the splice donor 
flank nucleic acid sequence 



encoding a stop codon that is in frame with the splice acceptor; and 
allowing the retrovirus to 

integrate into a gene of the cell. Integration of the retrovirus into 
the gene introduces a mutation 
into the gene . 

ABFR L 1 invention concerne des procedes et des reactifs servant a introduire 
une mutation dans un 

gene d'une cellule. Ces procedes consistent a mettre en contact la 
cellule avec un retrovirus 

recombine comprenant (I) une sequence de point de bifurcation; (ii) une 
partie polypyrimidine; (iii) 

un accepteur d'epissage; (iv) un donneur d'epissage; et (b) une longue 
repetition terminale virale, 

1' accepteur et le donneur d'epissage flanquant une sequence d'acide 
nucleique qui code un codon 

d 1 arret situe a l'interieur d'un cadre avec 1' accepteur d'epissage. Ces 
procedes consistent 

egalement a permettre 1 ' integration du retrovirus dans un gene de la 

cellule, cette operation 

entrainant une mutation dans le gene. 
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ABEN A new technology is described that allows for the rapid and efficient 
construction of complex 

cDNA libraries from cultured eukaryotic cells. The technology exploits 
eukaryotic biology by using 

transgenic constructs that have been nonspecif ically inserted into the 
genome to facilitate the 

expression of nuclear genes as fusion transcripts. The invention further 
allows one to specifically 

subclone the corresponding fusion transcripts into highly complex cDNA 
libraries. The libraries are 

easily characterized by molecular analysis techniques such as 
hybridization, and individual clones 

can be directly sequenced to generate a sequence database of the 
cellular portion of the fusion 



transcripts . 

ABFR L' invention concerne une nouvelle technologie pertnettant la construction 
rapide et efficace de 

bibliotheques d'ADNc complexes, a partir de cellules eucaryotes 
cultivees. Cette technologie 

exploite la biologie euraryote au moyen de constructions transgeniques 
qui n'ont pas ete 

specif iquement inserees dans le genome, afin de faciliter 1> expression 
des genes nucleaires comme 

transcrits de fusion. L ■ invention permet egalement de sous -doner 
specif iquement les transcrits de 

fusion correspondants en bibliotheques d'ADNc tres complexes. Ces 
bibliotheques sont facilement 

caracterisees par des techniques d 1 analyse moleculaire telles que 
1 'hybridation, et des clones 

individuels peuvent etre directement sequences, afin de produire une 

base de donnees de sequences de 

la partie cellulaire des transcrits de fusion. 
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ABEN Methods are provided which make use of a combination of gene trap and 
two-hybrid methodologies 

for the identification and characterization of unknown genes according 
to protein-protein 

interactions of the gene product or for the identification and 
characterization of unknown genes 

encoding transcriptional activator domains (AD) . Interaction of an 
exon-encoded protein domain with 

a known protein, or functioning of the exon-encoded domain as an AD, is 
detected by reconstituting 

the activity of a transcriptional activator. Suitable gene trap vectors 

are also provided. 
ABFR L' invention concerne des procedes dans lesquels on utilise une 
combinaison de methodes, methode 

de piegeage de gene et methode a deux hybrides, pour identifier et 
caracteriser des genes inconnus 

en fonction des interactions proteines/proteines du produit genique, ou 
pour identifier et 

caracteriser des genes inconnus codant des domaines activateurs de 
transcription. L ' interaction 

entre un domaine de proteine code par un exon et une proteine connue, ou 
le f onctionnement du 

domaine code par exon en tant que domaine activateur de transcription, 
sont detectes par 



reconstitution de l'activite d'un activateur de transcription. 
L' invention concerne egalement des 
vecteurs appropries de piegeage de genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 



The present invention provides a method for screening of a large number 
of compounds for their ability to modulate the expression of genes. The 
method uses gene trap technology and comprises the steps of transfecting 
a population of cells with a gene-trap vector, sorting cells according 
to their level of fluorescence, distributing sorted cells into pools and 
expanding the pools to obtain a sufficient number of cells representing 
each trapped gene to permit distinction of the effect of a test compound 
over controls, exposing the cells to the test compounds and identifying 
compounds which alter the fluorescence distribution pattern of cells 
using FACS analysis. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel human polynucleotides are disclosed that correspond to human gene 

trapped sequences, or GTSs. The disclosed GTSs are useful for gene 
discovery and as markers for, inter alia, gene expression analysis, 
identifying and mapping the coding regions of the mammalian, and 
particularly human, genome, forensic analysis, and determining the 
genetic basis of human disease. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel human polynucleotides are disclosed that correspond to human gene 

trapped sequences, or GTSs. The disclosed GTSs are useful for gene 
discovery and as markers for, inter alia, gene expression analysis, 
identifying and mapping the coding regions of the mammalian, and 
particularly human, genome, forensic analysis, and determining the 
genetic basis of human disease. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the diagnosis and treatment of vascular 

disorders, and to assays for the identification of agents which act upon 
the circulatory system. It is based, at least in part, on the 
identification of a novel mouse gene, termed Vezfl (for "Vascular 
endothelial zinc finger 1") , which is expressed at higher levels during 
embryonic development of the circulatory system, in damaged blood 
vessels, and in newly formed blood vessels associated with tumor growth. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a method for selecting a clone of an ES cell 

containing a mutation in a gene that is expressed in a test cell 
comprising: (a) providing cDNA obtained by reverse transcription of mRNA 
of the test cell; (b) providing a collection of cultured ES cells 
organized into individual clones, wherein each clone is of an ES cell 
having a mutation in an exon in its genome, the mutation being in a 
different exon in cells of different clones; (c) providing an array of 
different single stranded polynucleotides, the polynucleotides being 
fragments of exons containing mutations in (b) ; (d) exposing the cDNA to 
the array under conditions permitting hybridization of polynucleotides 
in the array to nucleic acids; (e) detecting hybridization of cDNA to a 
polynucleotide on the array; and, (f) selecting a clone in the 
collection from which a hybridizing polynucleotide detected at (c) is an 
exon fragment. This invention also provides a system for testing 
expression of a gene in a test cell. Also provided is a preferred exon 
trap vector for mutating ES cells. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A new technology is described that allows for the rapid and efficient 
construction of complex cDNA libraries from cultured eukaryotic cells. 
The technology exploits eukaryotic biology by using transgenic 
constructs that have been nonspecif ically inserted into the genome to 
facilitate the expression of nuclear genes as fusion transcripts. The 
invention further allows one to specifically subclone the corresponding 
fusion transcripts into highly complex cDNA libraries. The libraries are 
easily characterized by molecular analysis techniques such as 
hybridization, and individual clones can be directly sequenced to 
generate a sequence database of the cellular portion of the fusion 
transcripts . 
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